). Studies on Nedd4 and its yeast counterpart promoting degradation of Notch and Deltex. This Nedd4
Here, we address the role of Nedd4 in Notch signaling. By studying the phenotypes of loss-of-function, gainof-function, and dominant-interfering mutations of Nedd4, we show that Nedd4 antagonizes Notch and Dx. Nedd4 binds and ubiquitinates Notch and modulates its intracellular localization. Surprisingly, a dominant-negative form of Nedd4 triggered ligand-independent activation of Notch signaling, which was further potentiated by Dx. We propose that Nedd4 prevents sporadic activation of cell surface Notch by directing Notch and Dx for inactivation. 
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